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L7 ANSWER 1 OF 6 MEDLINE on STN 

AN 2000507205 MEDLINE 

TI Intravascular adenovirus -mediated VEGF-C gene transfer reduces neointima 
formation in balloon-denuded rabbit aorta. 

SO Circulation, (2000 Oct 31) 102 (18) 2262-8. 
Journal code: 0147763. ISSN: 1524-4539. 

AU Hiltunen M 0; Laitinen M; Turunen M P; Jeltsch M; Hartikainen J; Rissanen 
T T; Laukkanen J; Niemi M; Kossila M; Hakkinen T P; Kivela A; Enholm B; 
Mansukoski H; Turunen A M; Alitalo K; Yla-Herttuala S 

AB BACKGROUND: Gene transfer to the vessel wall may provide new possibilities 
for the treatment of vascular disorders, such as postangioplasty 
restenosis. In this study, we analyzed the effects of 
adenovirus -mediated vascular endothelial growth factor (VEGF) - 
C gene transfer on neointima formation after endothelial 
denudation in rabbits. For comparison, a second group was treated with 
VEGF-A adenovirus and a third group with lacZ adenovirus. Clinical -grade 
adenoviruses were used for the study. METHODS AND RESULTS: Aortas of 
cholesterol -fed New Zealand White rabbits were balloon-denuded, and gene 
transfer was performed 3 days later. Animals were euthanized 2 and 4 
weeks after the gene transfer, and intima/media ratio (i/M) , histology, 
and cell proliferation were analyzed. Two weeks after the gene transfer, 
I/M in the lacZ-transf ected control group was 0. 57+/- 0.04. VEGF 
-C gene transfer reduced I/M to 0.38+/-0.02 (P:<0.05 versus lacZ 
group) . I/M in VEGF-A- treated animals was 0.49+/-0.17 (P:=NS) . The 
tendency that both VEGF groups had smaller I/M persisted at the 4 -week 
time point, when the lacZ group had an I/M of 0.73+/ -0.16, the 
VEGF-C group 0.44+/ -0.14, and the VEGF-A group 0. 

63+/-0.21 (P:=NS) . Expression of VEGF receptors 1, 2, and 3 was detected 
in the vessel wall by immunocytochemistry and in situ hybridization. As 
an additional control, the effect of adenovirus on cell proliferation was 
analyzed by performing gene transfer to intact aorta without endothelial 
denudation. No differences were seen in smooth muscle cell proliferation 
or I/M between lacZ adenovirus and 0.9% saline-treated animals. 
CONCLUSIONS: Adenovirus-mediated VEGF-C gene transfer 
may be useful for the treatment of postangioplasty restenosis 
and vessel wall thickening after vascular manipulations. 
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DN 132:318341 

TI Use of VEGF-C or VEGF-D gene or protein to prevent 

restenosis 
SO PCT Int. Appl., 61 pp. 

CODEN: PIXXD2 

IN Yla-Herttuala, Seppo; Alitalo, Kari; Hiltunen, Mikko O.; Jeltsch, Markku 
M. ; Achen, Marc G. 

AB The present invention provides materials and methods for preventing 
stenosis or restenosis of a blood vessel using Vascular 
Endothelial Growth Factor C (VEGF-C) and/or Vascular 

Endothelial Growth Factor D (VEGF-D) genes or proteins. A medical device 
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designed to contact a surface of a blood vessel in the course of surgery 

to treat stenosis of the blood vessel is also claimed, the device 

characterized by an improvement comprising integrating into the device a 

composition effective to prevent restenosis, said composition comprising 

at least one anti-restenosis agent selected from the group 

consisting of a VEGF-C polynucleotide, a VEGF 

-C polypeptide, a VEGF-D polynucleotide, and a VEGF-D 

polypeptide. The medical device is selected from the group consisting of 
intravascular stents, intravascular catheters, extravascular collars, 
elastomeric membranes adapted to cover a surface of an intravascular stent 
or catheter, and combinations thereof. Also claimed is a kit for treating 
restenosis comprising a container holding at least one anti- 
restenosis agent of the invention and a label attached to or 
packaged with the container, the label describing use of the compound for 
prevention of restenosis of a blood vessel . The kit further 
comprises a medical device of the invention. 
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W: AU, CA, CN, JP, NO, NZ 

RW: AT, BE, CH, CY, DE, DK, ES, FI , FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE 
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AN 2001:545508 CAPLUS 
DN 135:132464 

TI Cyclic peptide inhibitors of VEGF, VEGF-C, and VEGF-D, preparation 
methods, pharmaceutical compositions, and therapeutic use 

SO PCT Int. Appl., 102 pp. 
CODEN: PIXXD2 

IN Achen, Marc G. ; Hughes, Richard A.; Stacker, Steven; Cendron, Angela 
AB The invention provides monomer ic monocyclic peptide inhibitors and dimeric 
bicyclic peptide inhibitors based on exposed loop fragments of a growth 
factor protein, e.g. loop 1, loop 2 or loop 3 of VEGF-D, as well as 
methods of making them, pharmaceutical compns . containing them, and 
therapeutic methods of use. 
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